Miconazole in Systemic Candidiasis
Candidiasis in the course of intensive care treatment has until recently been a therapeutic problem and the introduction of clotrimazole and 5-fluorocytosine did not solve this problem completely. Mortality from systemic candidiasis is still high. Fauser (1973) reported on the efficacy of clotrimazole in a case of candidal pneumonia and Clayton (1973) found complete resistance of candida to 5-fluorocytosine in 12 % of cases. Hepatic and renal toxicity of these drugs has also been documented.
We report here on the successful treatment of 6 patients with systemic candidiasis and of 3 patients with pulmonary infection. In all but 2 patients, the infection developed after three to four weeks of treatment in the intensive care unit. Six patients suffered from multiple injuries; 2 patients had had open heart surgery and one patient had had an aortofemoral bypass operation. All of them had been given antibiotics.
The diagnosis of candidal infection was always shown by laboratory culture findings.
The details of two patients with multiple injuries is given as an example of the uniform clinical course of candidal infection in our surgical patients, which is nearly identical in all cases (Figs 1 and 2 ).
The first patient suffered from multiple injuries including lung contusions. After three weeks this patient became moribund. Fluctuations in Dr H J Wust temperature, .disorientation, and diffuse infiltration on X-ray of the chest, were consistent with hypoxw,mia. Artificial ventilation became necessary. Tracheo-esophageal fistula and melena were also found. The bacteriogram of the trachea, of drainage from the thorax and of urine showed the presence of candida.
Clotrimazole was given systemically and nystatin locally, without benefit. After two days, miconazole was given intravenously. After four days of treatment with miconazole the clinical status of the patient became orientated, blood gases normalized and respiration became sufficient. One week after the start of the treatment with miconazole there was no candida in the culture. After treatment of bacterial infection which was sensitive to the sulphonamide trimethoprim, candida could again be shown in the trachea and in the urine, But one to two Weeks after this occurred, under miconazole treatment the cultures again became negative.
The patient left the hospital three months after repair of the tracheo-aesophageal fistula.
A second patient had multiple injuries with second and third degree burns on 20% of his body surface. He had a high temperature and his status was disoriented. There was also pulmonary insufficiency. Candida was found in the trachea, in the blood, in the urine catheter and locally. After our favourable experience with miconazole in the first patient, we started directly with miconazole, and after three to four days of treatment with miconazole intravenously, the temperature normalized, as did the pulmonary function.
In these two cases, 53 and 18 g of miconazole were given over 81 and 20 days both intravenously and orally, and had no serious side-effects. There were no disturbances in laboratory measurements of alkaline phosphatase, bilirubin, transaminase, creatinine or urea.
These 2 patients are representative of the other 7. In 7 out of 9 candidal infections in our intensive care unit we found pulmonary infection, one and a half to three years ago. In those days more intensive prophylactic use of antibiotics was common in patients with multiple injuries. Under a more restrictive regime for the administration of antibiotics in the last eighteen months we saw only 2 patients with pulmonary candidal infections; both were intubated and artificially ventilated because of pulmonary insufficiency. Six weeks after respiratory treatment and after the airways became free, sudden diffuse pneumonic infiltration developed. The culture findings demonstrated candida.
Treatment *with miconazole was successful.
Two of the 9 patients died but neither during the course of a candidal infection. One week after the finding of a sterile bactiogram one patient died from an irreversible cardiac arrest. The other patient died in the course of an acute peritonitis which had its origin in perforation of the sigmoideum. As Andriole et a!. (1962) and Fauser (1973) have already pointed out, antibiotic treatment of a severely ill patient is an etiological factor in candidal infection. The prolonged treatment of our patients with antibiotics accounts for the infection by this organism. Our data show that more restrictive regime of treatment with antibiotics in the postoperative course of patients with multiple injuries is the best prophylaxis against infection of this type.
Summary
Based on our experience with our first patients, miconazole is now the drug of choice in cases of systemic and pulmonary candidal infection. Initially we prefer the parenteral route of administration which is continued for only one or two weeks after a negative finding in culture. The dosage is 1.2 g per day for a 70 kg patient. Thereafter the treatment is continued orally for another four weeks.
Miconazole is well documented as a drug without serious side-effects, but the incidence of candidal infections in about 1 % of our surgical patients does not justify its prophylactic administration. Like antibiotics, miconazole is given only when there is a clinical manifestation and a positive finding in culture.
Professor G Gargani (Florence) asked whether Dr Wust had any data on the immunological status of his patients. Dr Wiist replied that he had only the culture findings. The clinical state of the patients was very bad. The first, for example, was a patient with multiple injuries, with a tracheobronchial fistula and melbna, artificially ventilated for an initial period of three weeks.
